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REMARKS 

Claims 53 and 63-87 are pending in this Application. The Applicants have 
cancelled claims 54-62 without prejudice to their rights to pursue the subject matter of 
these claims in this or other applications. Applicants have added new claims 63-87 
which more clearly define the subject matter of the invention and properly fall within the 
subject matter of the elected claims. Support for newly added claims 63-87 is found 
throughout the specification, in particular in canceled claims 54-62, in originally filed 
claims 14 and 15, and in paragraphs [0120] to [0124] as well as paragraphs [0332] and 
[0333]. No new matter has been entered. 

Objections 

The office action states that the amendment filed July 28, 2004, is objected to 
under 35 U.S.C. 132(a) because it introduces new matter into the disclosure, the new 
matter being the incorporation by reference of newly added priority document 
1 0/601 ,5 18. Accordingly, Applicant has amended the incorporation by reference phrase 
to remove reference to 10/601,518. In light of this amendment, Applicant respectfully 
requests reconsideration and withdrawal of the objection to the specification. 

112, r d paragraph 

Claim 55 is rejected under 35 U.S.C. 1 12, second paragraph as being indefinite 
for failing to point out and distinctly claim the subject matter which the Applicant regards 
as the invention. More particular the phrase "unfractionated samples of lysed blood" has 
been objected to. 

Claim 55 has been cancelled by the Applicant, see above. However, the 
Applicant respectfully traverses the rejection as it would apply to any of the newly added 
and/or amended claims. Applicant notes that the many embodiments of blood samples 
disclosed in the specification do not render the referenced phrase indefinite. However, 
for the purposes of expediting prosecution, Applicant has deleted the phrase 
"unfractionated samples of lysed blood" from the pending claims, and replaced it with the 
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phrase "unfractionated cells of a lysed blood sample", as noted in newly added claims 68, 
69, 70 and 74-76. The phrase "unfractionated cells of a lysed blood sample" is 
supported, for example, by Example 5, paragraph [0280] of the published application 
US20060 134637 (hereinafter the "Published Application"), which, as noted in the instant 
office action, includes a centrifiigation step after lysis whereby the resulting pellet 
containing RNA is then further utilized for quantitative PCR. 

In view of this amendment and remarks clarifying the claimed embodiments, 
Applicant respectively contends that this rejection be reconsidered and withdrawn. 

112,1 st paragraph, written description 

Claim 55 is rejected under 35 U.S.C. 1 12, first paragraph as failing to comply 
with the written description requirement. 

The office action states that the limitation "unfractionated samples of lysed blood" 
appears to be new matter. Applicant traverses the rejection, but has removed the 
referenced phrase from the pending claims, solely for the purposes of advancing 
prosecution. 

In view of this amendment and remarks, Applicant respectively requests that this 
rejection be reconsidered and withdrawn. 

112,1 st paragraph, enablement 

Claims 53-62 are rejected under 35 U.S.C. 1 12, first paragraph as failing to 
comply with the enablement requirement. 

The Applicant respectfully traverses the rejection. 

Nature of the Invention and Scope of claims 

The office action states: 
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"the independent claim, as written, states that a comparison of a human test subject 
IGFPB7 RNA level in a blood sample to a control indicates that bladder cancer is present in the 
test subject" 

"the claims are extremely broad because they require set forth that any or all 
comparisons between a test subject and a control subject is indicative of disease." 

and "control subjects would could encompass patients with bladder cancer, healthy 
patients, patients with some other disease, such as obesity or heart failure, patients with a 
particular stage of bladder cancer, etc." 

see p. 5 of the office action dated March 26, 2007 (hereinafter the "Office Action") 

The Applicant respectfully disagrees that any comparison is sufficient to indicate 
the presence of bladder cancer in the test subject particularly in light of the newly 
amended claims. The Applicant has amended claim 53 (and corresponding independent 
claims 65 and 68) so as to require that the comparison of the level of IGFPB7 RNA in the 
blood sample of the test subject as compared with the level in blood of control subjects 
having bladder cancer results in a "statistically significant similarity" to be indicative of 
bladder cancer in the test subject. Newly added claim 63 (and corresponding 
independent claims 66 and 69) require that there be a comparison of the level of IGFPB7 
RNA in the test subject with the level in both (i) control subjects not having bladder 
cancer and (ii) control subjects having bladder cancer. Furthermore, the comparison 
must result in (i) a "statistically significant similarity" between the level of RNA in the 
blood sample of the test subject as compared with the level of RNA in blood of the 
control subjects having bladder cancer and (ii) a "statistically significant difference" 
between the level of RNA in the blood sample of the test subject as compared with the 
level of RNA in blood of the control subjects not having the bladder cancer in order to be 
indicative of the bladder cancer in the test subject. Newly added claim 64 (and 
corresponding independent claims 67 and 70) similarly require that there be both a 
"statistically significant difference" between the level of RNA in the blood sample of the 
test subject as compared with the level of RNA in blood of healthy control subjects and a 
"statistically significant similarity" between the level of RNA in the blood sample of the 
test subject as compared with the level of RNA in blood of control subjects who have 
bladder cancer. 
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Thus the "control subjects" do not encompass patients with bladder cancer, 
healthy patients, patients with some other disease, such as obesity or heart failure, and 
patients with a particular stage of bladder cancer as suggested at p. 5 of the Office Action. 
Rather the control subjects either have the bladder cancer of interest (ie the specific stage 
of bladder cancer that is being tested for), they do not have the bladder cancer of interest 
or they are healthy control subjects. Furthermore, the comparison alone, no matter the 
result of the comparison, is not sufficient to indicate bladder cancer as suggested at p. 6 
of the Office Action. Instead, the comparison of the levels of the test subject with at least 
one set of the defined control subjects must result in a significant similarity, and in some 
cases, the test subject is being compared both with a negative and a positive control and a 
determination of a significant similarity with the positive control and a significant 
difference with the negative control results in the determination that is indicative of 
disease in said test subject. Furthermore, the similarity or difference must be one with a 
statistical degree of significance, as determined by the many statistical techniques widely 
used in assessing the use of specific biomarkers in diagnosis, including those statistical 
techniques referenced in the instant specification, and incorporated by reference. 

Therefore the methods as outlined in the independent claims do not permit "any 
level and direction of difference in gene expression to be indicative of disease" as 
suggested at p.6 of the Office Action. 

Differential Expression and Predictability 

The office action states that the claims do not "set forth the direction of the 
difference necessary to indicate bladder disease" (p. 6 of the Office Action) and suggests 
that without providing this information, the mere observation of differences is an 
unpredictable indicator of bladder cancer. 

The Applicant respectfully submits that the invention is taught in such terms that 
one skilled in the art can make and use the claimed invention, including the use of the 
elected biomarker IGFBP7 as an indicator of bladder cancer as described in the claims 
without disclosing the direction or the level of difference that exists between patients 
having bladder cancer and individuals not having bladder cancer. The Applicant has 
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identified the elected gene IGFBP7 as differentially expressed as between individuals 
diagnosed as having bladder cancer and individuals not having bladder cancer by 
demonstrating a statistical difference in the level of RNA, as described in Example 19. 
The statistical significance of IGFBP7's differential expression is evidenced by its P 
value of 3.26E-04 as listed in Table 3 J, acknowledged by the office action. The 
identification of IGFPB7 in Figure 17 demonstrates that the gene is one of a number of 
genes which demonstrate a statistically significant difference as between a population of 
5 individuals who have bladder cancer and 18 individuals not having bladder cancer (as 
noted by the dendrogram). Therefore the Applicant has taught that there is a significant 
difference in differential expression for IGFBP7 as between a population of individuals 
having bladder cancer and a population of individuals not having bladder cancer, and 
further has taught to compare the level of expression of IGFBP7 in a test individual with 
populations having bladder cancer and populations not having bladder cancer using 
classification methods to determine the similarity or difference in gene expression levels 
as between the test subject and the tested populations (see paragraphs [01 17] to [0119] 
and [0123] to [0126] in addition to [0333]. All of the claims require that the level of 
expression of RNA corresponding to IGFBP7 be compared with the level of IGFBP7 in 
other individuals who have bladder cancer and require at minimum a statistically 
significant similarity as between the test subject and control subjects having bladder 
cancer before the level of gene expression of IGFBP7 is considered to be indicative of 
bladder cancer. 

Furthermore, the Applicant contends that it does not require undue 
experimentation for one of skill to determine the inherent direction or level of the 
statistically significant differential expression required for the claimed methods of 
detecting a bladder cancer, given the widely established and validated analytical tools for 
analyzing gene expression levels. Therefore, it is not necessary for the Applicant to have 
taught the exact direction or level of difference between the two populations. The 
Applicant has provided sufficient information by teaching that there is a difference and 
that it is significant as between the populations. 
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The Office Action also suggests that "observing differences in expression 
between two populations is highly unpredictable" (p.7 of the Office Action). The 
Applicant submits that the differential expression of IGFBP7 as between patients having 
bladder cancer and patients not having bladder cancer is, in fact, predictable. The 
predictability is evidenced by the post filing research article, Osman et al., cited in the 
office action (hereinafter "Osman et al."). In Osman et al., blood cell gene expression 
profiles of an even greater number of bladder cancer patients (ie.16 individuals having 
bladder cancer) were compared with 10 healthy individuals. A selection of the genes 
identified as demonstrating statistically significant difference (PO.05) (p.3376) were 
tested using RT-PCR on yet an additional sample set of 20 bladder cancer patients and 14 
control patients (p. 3376, second column) and IGFBP7 continued to verify as a gene 
which was differentially expressed as between the two populations (see page 3377, 
second column). As stated in the Manual of Patent Examining Procedure at 2164.03: the 
"predictability or lack thereof in the art refers to the ability of one skilled in the art to 
extrapolate the disclosed or known results to the claimed invention. In this case the 
disclosed result is a statistically significant difference in the level of IGFBP7 RNA as 
between individuals having bladder cancer and individuals not having bladder cancer. 
This statistically significant difference is confirmed by post filing references. The 
claimed invention requires a statistically significant similarity between the level of 
expression of IGFPB7 between the test subject and individuals having bladder cancer so 
as to be indicative of bladder cancer in the test subject. One skilled in the art can readily 
anticipate that there is similarity as between the level of expression in the test subject and 
a level of expression in patients having bladder cancer - knowing that the level is 
significantly different between subjects having bladder cancer and subjects not having 
bladder cancer, then there is predictability in the art. 

The fact that Applicant discloses that the IGFBP7 gene is also differentially 
expressed in obesity is not detrimental to either the value or enablement of the use of 
IGFBP7 gene as a biomarker which is indicative of bladder cancer. The Applicant has, in 
fact, demonstrated that IGFBP7 is not identified as differentially expressed in a 
statistically significant manner in any other of the many diseases tested. The specificity 
of IGFBP7 is further confirmed by Osman et al. which notes that IGFBP7 is also 
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differentially expressed when comparing bladder cancer patients with patients diagnosed 
as having either testicular cancer or kidney cancer (see p. 3377, second column, last 
paragraph). Irrespective of this fact, the requirement within the claims of a statistically 
significant similarity as between the test subject and control subjects having bladder 
cancer helps ensure that the level of expression being detected is selectively indicative of 
bladder cancer and not any other disease condition since it would be highly unlikely that 
the level and/or direction of expression in patients with bladder cancer would be 
statistically similar to the level of expression in patients with other non-related diseases. 

Furthermore, the use of a biomarker as an indication of disease, is typically just 
one aspect of a multi-factorial process used for diagnosing the patient. For example, as 
noted in Stedman's 27 th Edition Medical Dictionary, "indication" is not equated with 
"diagnosis". The term "indication " is understood to mean "the basis for initiation of a 
treatment for a disease or of a diagnostic test" (p. 892). Even a "diagnostic test" is not 
considered to result in an absolute certainty of a diagnosis - but rather is noted as 
"relating to or aiding in diagnosis". As noted in Harrison's Principles of Internal 
Medicine, Introduction to Clinical Medicine "the purpose of performing a test on a 
patient is to reduce uncertainty about the patient's diagnosis or prognosis and to aid the 
clinician in making management decisions" (Ch I, pg. 11). This same text further notes 
that while "a perfect test would have a sensitivity of 100% and a specificity of 100% and 
would completely separate patients with disease from those without it. . .there are no 
perfect tests, after every test is completed the true disease state of the patient remains 
uncertain" (Ch I, pg. 1 1). Therefore, the possibility that a person with obesity might be 
mischaracterized as having bladder cancer, which as noted above is highly unlikely, does 
not detract from the utility of the biomarkers as an indication of bladder cancer. Rather 
such a hypothetical result would merely reduce the specificity of the biomarker in a 
limited subpopulation of individuals. 

The office action also suggests that the Applicant has not taught that the elected 
gene alone is sufficient to detect bladder cancer (see p. 9 of the Office Action). The 
Applicant notes that it is not aware of any teaching or suggestion of looking in blood for 
biomarkers indicative of bladder cancer prior to applicant's filing, and it is only as a 
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result of the USPTO's policy regarding restriction requirements that the Applicant has 
been forced to narrow the claims to a specific gene or set of genes. Furthermore, the 
Applicant has demonstrated, both within the specification, and in post filing art that the 
differential expression of the elected gene is statistically significant as between 
individuals having bladder cancer and individuals not having bladder cancer - itself 
demonstrating that the elected gene is indicative of bladder cancer. The fact that post- 
filing reference Osman et al. demonstrates that the elected gene can be used in 
combination with other genes for a diagnostic test which is highly sensitive and highly 
specific, (see pg. 3377 and Figure 2 of Osman et al.) is merely confirmation that the 
elected gene is indicative of bladder cancer. 

The final concern raised in the office action with respect to enablement is the 
inherent limitations of biomarker technology raised in the Osman et al paper, specifically 
the putative limitation that the profiles may be limited to a cohort of patients. The 
Applicant would note that in the Office Action dated August 28, 2006 for U.S. patent 
application number 10/268,730 (the parent application of the continuation-in-part from 
which this divisional is derived), pre-filing reference Nagai et al. (Neurology 46 March 
1996) is considered to teach a change in expression which is indicative of the disease 
Parkinson's (see p. 17 of the Office Action dated August 28, 2006 for 10/268,730) 
because work was carried out to identify the marker gene and establish a statistically 
significant relationship between the disease phenotype and the differential expression 
(see p. 9 of the Office Action dated August 28, 2006 for 10/268,730). The Applicant 
notes that Nagai et al. established D3R as a biomarker indicative of Parkinson's utilizing 
22 patients with PD and 18 control patients (see p.793 of Nagai et al., column 1) which is 
approximately one-half the number of patients tested in Osman et al., which utilized at 
least 40 bladder cancer patients and 27 controls (see p. 3376 last sentence, and p. 3377 
first sentence). Therefore, Applicants contend that Osman et al.'s discussion regarding 
the outside possibility that the cohort of bladder cancer patients tested may not be 
representative of bladder cancer patients in general, does not diminish the enablement of 
the claimed methods. 
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In light of the amendments and above remarks, the Applicant contends that the 
claims are fully enabled, and respectfully request reconsideration and withdrawal of the 
instant rejection. 
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Conclusion 



Applicant submits that all claims are allowable as written and respectfully request 
early favorable action by the Examiner. No new matter is added. If the Examiner 
believes that a telephone conversation with Applicant's attorney/agent would expedite 
prosecution of this application, the Examiner is cordially invited to call the undersigned 
attorney/agent of record. 



Excerpts from Stedman, Thomas Lathrop, 1853-1938, Stedman's Medical Dictionary 27 1 
Edition, ed. Lippincott Williams & Wilkins, p. 492, 892, 

Excerpts from Harrison's Principles of Internal Medicine, ch I Introduction to Clinical 
Medicine, p. 1 1 . 
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therapeutic i., the ratio of LD50 to ED^ used in quantitative 
comparison of drugs. 

thoracic L, anteroposterior diameter of the thorax times LOO di- 
vided by the transverse diameter of the thorax, syn chest i 
tibiofemoral L, the ratio obtained by multiplying the length of the 
tibia by 100 and dividing by the length of the femur, 
transversovertfcal 1., syn vertical i. 

tuberculoopsonic i., the opsonic i. calculated in relation to tuber- 
culous infection, with an actively growing culture of Mycobacte- 
rium tuberculosis or the strain of tubercle bacillus from the pa- 
tient being used in the test. 

ultraviolet U a daily i. issued by the U.S. National Weather 
Service for many cities, forecasting the amount of dangerous 
ultraviolet light that will arrive at the earth's surface about rioon 
the following day. 

urieolytic U the percentage of uric acid oxidized to allantoin 
before being secreted. 

vertical i., the relation of the height to the length of the skull: 
(height x lOOyiength. syn height-length i., length-height L, trans- 
versovertical i. 

vital L, the ratio of births to deaths within a population during a 
given time. 

Votpe-Manhold I. (V-MI), an index tor comparing the amount of 
dental calculus in individuals. 

volume i., an indication of the relative size (e.g., volume) of 
erythrocytes, calculated as follows: hematocrit value, expressed as 
per cent of normal + red blood cell count, expressed as per cent of 
normal = volume L 

zygomaticoauricular 1., the ratio between the zygomatic and the 
auricular diameters of the skull or head. 



in di can (in'di-kan). 1. Indoxyl p-r>glucoside from Indigofera 
species and Polygonum*, tinctorium; a source of indigo, syn plant 
i. 2, 3-Indoxylsulfuric acid, a substance round (as its salts) in 
sweat and in variable amounts in urine; indicative, when in quan- 
tity, of protein putrefaction in the intestine (indicanuria). syn 
metabolic L, uroxanthin. 
metabolic i., syn indican (2). 
plant L, syn indican (1). 

in di can i dro sis (in'di-kan-i-<lr6 / sis). Excretion of indican in 
the sweat, [indican + G. hidrds. sweat] 

in di cant (in'di-kant). 1. Pointing out; indicating. 2. An indica- 
tion; especially a symptom indicating the proper line of treatment. 
[L. in-dico, pres. p. -ans {-an£) % to point out] 

in di can u ria (in'di-kan-u're-5). An increased urinary excretion 
of indican, a derivative of indol formed chiefly in the intestine 
when protein is putrefied; indol is also formed during the putre- 
faction of protein in other sites. 

in di ca tion (in-di-k5'shun). The basis for initiation of a treat- 
ment for a disease or of a diagnostic test; may be furnished by a 
knowledge of the cause (causal t.)> by the symptoms present 
(symptomatic L), or by the nature of the disease (specific 1.). [L. 
fr. in-dico t pp. -atus, to point out, fr. dico, to proclaim] 
off label i., use of a medication for a purpose other than that 
approved by the FDA. 

in di ca tor (in'di-ka-ter, -tor). 1. In chemical analysis, a sub- 
stance that changes color within a certain definite range of pH or 
oxidation potential, or in any way. renders visible the completion 
of a chemical reaction; e.g., litmus, phenolsulfonphthalein. 2. An 
isotope that is used as a tracer. 3. The labeled substance whose 
distribution between reactants of a system is used to determine the 
amount of analyte present [L. one that points out] . 
alizarin i., a solution consisting of 1 g sodium alizarin sulfonate 
dissolved in 100 raL distilled water, used as an i. for free acidity 
in gastric contents. 

clinical L, a measure, process, or outcome used to judge a particu- 
lar clinical situation and indicate whether the care delivered was 
appropriate. 

health L, variable, susceptible to direct measurement, that reflects 
the state of health of persons in a community. 




oxidation- reduction i n a substance that undergoes a definite cbK'S 

or change at a specific oxidation potential, syn redox i. 

redox L, syn oxidation-reduction i. 
in di ces (in'di-sez). Alternative plural of index. 
In di el la (in-de-el'a). Old name for Madurella. - 
in dig e nous (in-dij'S-nus). Native; natural to the country ^ \l 

region where found. [L. indigenus, born in fr. indu, within (oy ■ 

form of in), + G. -gen, producing] 
in di ges tion (in-di-jes'chiin). Nonspecific term for a variety of ' 

symptoms resulting from a failure of proper digestion and absorp- 

tion of food in the alimentary tract. 

acid U i- resulting from hyperchlorhydria; often used by the laity \ 
as a synonym for pyrosis, 
fat i., syn steatorrhea, 
gastric i., syn dyspepsia. 

nervous i., i. caused by emotional upsets or stress, 
in di go (in'dl-go) [CI. 73000]. A blue dyestuff obtained from 

Indigofera tinctoria, and other species of Indigofera (family- 

Lcguminosae); also made synthetically, syn indigo blue, indigo. , 

tin. [L. indicum, fr. G. indikon, indigo, ntr. of Indikvs, Indian] 
in di go blue, syn indigo. 
in di go car mine [C.l. 73015]. A blue dye used for measure- $ 

ment of kidney function and as a special stain for Negri todiet^ 

syn sodium indigotin disulfonate. 
in dig o tin (in-dig'6-tin, in^di-gS'tin). syn indigo, 
in di go u ria, in di gu ria (in'di-go-u're-a, in-di-goo're-a). Tfc-f| 

excretion of indigo in the urine. ) 
in dis po si tion (ra-dis-po-zish'iin). Illness, usually slight; niak vv 

aise. [L. in neg. + dispositio, an arrangement, fr. dis-pono, pp.-;};-| 

-po situs, to place apart] .rs| 
in di um (In) (in'de-um). A metallic element, atomic no. 49, '0< 

atomic wt 1 14.82. [indigo, because of its blue line in the specs?| 

trum] 

in di um-111 ( 111 In). A cyclotron-produced radionuclide witha>$| 
half-life of 2.8049 days and with gamma ray emissions of 171.2 
and 245.3 kiloelectron volts. In a chloride form, it is used as a!|| 
bone marrow and tumor-localizing tracer, in a chelate form, asa^|| 
cerebrospinal fluid tracer. It is also used as a white blood cetf-p 
labeling agent and as an antibody label. 

i. chloride, i. trichloride, Cyn; used in electron microscopy)^ 

stain nucleic acids in thin tissue sections. 
in di nm-113m ( 113m In). A radioactive isomer of 113 In; it hasa-| 

half-life of 1.658 hours; it has been used in cisternography and as ;| 

a diagnostic aid in cardiac output. ^ 
in-di vid u a tion (in'di-vid-u-a shun). 1. Development of the g 

individual from the specific. 2. In jungian psychology, the proce$|| 

by which one's personality is differentiated, developed, and ex-;;; 

pressed. 3. Regional activity in an embryo as a response to 

organizer. 

in do cy a nine green (in-do-sfa-nen). A tricarbocyanine ^ 

that binds to serum albumin and is used in blood volume detenflvg 

nations and in liver function tests, 
in do cy bin (in-d5-sfbin). syn psilocybin. 
in dol ac e tu ria (in dol-as-e^too're-a). Excretion of an m^f^M 

able amount of indoleacetic acid in the urine; a manifestation « ^ 

Hartnup disease, also seen in patients with carcinoid tumors. 
• in dol a mine (in-dol'a-men). General term for an indole 

dole derivative containing a primary, secondary, or tertiary aI ^t|| 

group (e.g., serotonin), 
in dole (in'dol). 1. 2,3-Benzopyrrole; basis of many ^f^if 

active substances (e.g.. serotonin, tryptophan); formed in dc #S?| 

tion of tryptophan, syn ketole. 2. Any of many alkaloids cm Z^ 

ing the i. (1) structure. 
in do lent (in'do-lent). Inactive; sluggish; painless or nC ^ip 

said of a morbid process. [L. in- neg. + doleo. pr. p. dolens { 

to feel pain] 

in dol ic acids (in-dol'ik). Metabolites of iMryptophan 1 
within the body or by intestinal microorganisms; the j^JJjJJJJflj^ 



encountered in urine are indoleacetic acid, indoleacetylgl 
5-hydroxyindoleacetic acid, and indolelactic acid. 
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antenatal d., syn prenatal d. 

clinical d., a d. made from a study of the signs and symptoms of a 



differential d., the determination of which of two or more dis- 
eases with similar symptoms is the one from which the patient is 
suffering, by a systematic comparison and contrasting of the clini- 
cal findings, syn differentiation (2). 

d. by exclusion, a d. made by excluding those diseases to which 
only some of the patient's symptoms might belong, leaving one 
disease as the most likely d., although no definitive tests or 
findings establish that d. 

laboratory d., a d. made by a chemical, microscopic, microbio- 
logic, immunologic, or pathologic study of secretions, discharges, 
blood, or tissue. 

neonatal d., systematic evaluation of the newborn for evidence of 
disease or malformations, and the conclusion reached, 
pathologic <L, a d., sometimes postmortem, made from an ana- 
tomic and/or histologic study of the lesions present 
physical d., (1) a d. made by means of physical examination of 
the patient, (2) the process of a physical examination, 
prenatal d., d. utilizing procedures available for the recognition 
of diseases and malformations in wero. and the conclusion 
reached, syn antenatal d. 
^di ag nos tic (dl-ag-nos'tik). 1. Relating to or aiding in diagnosis. 

2. Establishing or confirming a diagnosis. 
di-ag-noS'tidan (df ag-nos-tish'an). One who is skilled in mak- 
ing diagnoses; formerly, a name for specialists in internal medi- 
cine. 



Diagnostic and Statistical Manual of Mental Disorders 
(DSM). A system of classification, published by the American 
Psychiatric Association, that divides recognized mental disorders 
into clearly defined categories based on sets of objective criteria. 
Representing a majority view (rather than a consensus) of hun- 
dreds of contributors and consultants, DSM is widely recognized 
as a diagnostic standard and widely used for reporting, coding, 
and statistical purposes. 

The first edition (1952), based on the sixth revision of the 
International Classification of Diseases (/CD-6), was in- 
tended to promote uniformity in the naming and reporting 
of psychiatric disorders. It contained definitions; of all 
named disorders, but no sets of diagnostic criteria. While 
its classification of mental disorders showed the influence 
of Freudian psychoanalysis, its nomenclature (e.g., depres- 
sive reaction, anxiety reaction, schizophrenic reaction) re- 
flected the theories of Adolf Meyer (1866-1950). The 
second edition (DSM-II, 1968) preserved the psychoana- 
lytic orientation but dropped the "reaction" terminology. 
The third edition {DSM-II1, 1980) abandoned much of the 
rigidly psychodynamic thinking of the earlier editions and, 
for the first time, provided explicit diagnostic criteria and 
introduced a multiaxial system whereby different aspects 
of a patient's condition could be separately assessed. 
Briefly stated, the axes are L, clinical disorders; H, person- 
ality disorders and mental retardation; in, general medical 
disorders; IV, psychosocial and environmental stressors; 
and V, overall level of functioning. A revised version of 
the third edition (DSM-IUR, 1987) incorporated a number 
of improvements and clarifications. The. fourth edition 
(DSM-P/) appeared in May, 1994. It follows its two prede- 
cessors closely in general outline, and like.them is coordi- 
nated with and partly derived from ICD-9. For many ob- 
servers, the most significant change in DSM-IV is the 
renaming of the category formerly called "Organic Mental 
Syndromes and Disorders" as "Delirium, Dementia, and 
Amnestic and Other Cognitive Disorders," a shift in termi- 
nology intended to avoid the implication that mental disor- 
ders in other categories are not organic. 



di a gram. A simple, graphic depiction of an idea or object. 
Dienaide d., syn triaxial reference system. 



flow d., a d. composed of blocks connected by arrows represent! 
ing steps in a process such as decision analysis. v£| 
H Venn <L, pictorial representation of the extent to which tw6 : $§l 
more quantities or concepts are mutually inclusive and exclusive)' 



Overlap, in associations with dependent varlablB,of 
hypothetical causa) variable and control variable 



Control variable, Z 



Hypothetical causal 
(Independent 



tent) variable, X 




Strength of association of dependent 
variable with control variable 
(proportion of variance accounted 
for by causal variable = B) 



Dependent variable, Y ■ 



Strength of association of 
dependent variable with 
hypothetical causal variable 
before Introduction of third 
control variable Jproportian of 
variance accounted lor by 
causal variable ~ A) 
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Venn diagram 



dia ki ne sis (df &-ki-ne'sis). Final stage of prophase in meiosis £ 
in which the chiasmata present during the diplotene stage disapvj 
pear, the chromosomes continue to shorten, and the nucleolus andjf 
nuclear membrane disappear. [G. dia, through, + kinesis, xtKfyt^M 
ment] .^|| 

dial (dfal, dfl). A clock face or instrument resembling a dod£j| 
face. [L. dies, day] . : ^ 

astigmatic <L, a diagram of radiating lines, used to test for astig^ 
matism. vjyl 

Di a lis ter (dT-al-is'ter). An obsolete name for a genus of bactj£|* ? 
ria, the type species of which, D. pneumosintes, is now placed nv|f 
the genus Bacteroides. - * 

di-al-lyl (dl-aJ'il). A compound containing two allyl groups. ; ; 

di al y-sance (dT-aTi-sans). The number of milliliters of bloddj^ 
completely cleared of any substance by an artificial kidney or hyp 
peritoneal dialysis in a unit of time; conventional clearance for*|j 
mulas are expressed as mm/min. [tr. dialysis] 

di al-y sate (di-al'i-sat). That part of a mixture that passesj| 
through a dialyzing membrane; the material that does not pass;| 
through is referred to as the retentate. syn diffusate. 

di al y sis (df-al'i-sis). 1. A form of filtration to separate ciystelt| 
loid from colloid substances (or smaller molecules from larger^ 
ones) in a solution by interposing a semipermeable membrate|| » 
between the solution and dialyzing fluid; the crystalloid (smalleflM < 
substances pass through the membrane into the dialyzing fluid "^M i 
the other side, the colloids do not. 2. The separation of substartces.^|| ^ 
across a semipermeable membrane on the basis of particle size^M %. 
and/or concentration gradients. 3. A method of artificial ^^fX^ | 
function. [G. a separation, fr. dialyo, to separate] 4 ^ : 

continuous ambulatory peritoneal cL (CAPD), method of P^lfift | 
toneal d. performed in ambulatory patients with influx and efi1u$|| 
of dialysate during normal activities. 5$ 
equilibrium d., in immunology, a method for determination .pf^ j£ 
association constants for hapten-antibody reactions in a system ^ 
which the hapten (dialyzable) and antibody (nondialyzable) 
tions are separated by semipermeable membranes. Since at ^^T||i $£• 
librium the quantity of free hapten will be the same in the |?; 
compartments, quantitative determinations can be made of £i 
ten-bound antibody, free antibody, and free hapten. & 
extracorporeal cL, hemodialysis performed through an ap 
outside the body. 



peritoneal d., removal from the body of soluble substances 
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